Leakage of angiotensin converting enzyme inhibitors from the cerebral ventricles into the peripheral circulation in conscious, spontaneously hypertensive rats.
The inhibitory effects of SQ14225 and MK421 injected into the lateral brain ventricle (i.c.v.) and intravenously (i.v.) on pressor responses to intravenous (i.v.) angiotensin I(AI, 400 ng/kg i.v.) were compared in conscious spontaneously hypertensive rats (SHR). Both the i.c.v. and i.v. inhibitors suppressed the increase in blood pressure produced by intravenous injections of AI in a dose dependent manner. The inhibition of pressor responses to i.v. AI were rapid in onset and decayed with time following i.v. captopril and MK421, while the effects of i.c.v. inhibitors were slower in onset and were maintained for a longer time. The activity of MK421, either i.v. or i.c.v. persisted for longer compared to that of SQ14225 in conscious SHR. It was concluded that SQ14225 and MK421 readily leaked from the brain ventricles to the peripheral circulation and this observation suggested that the central hypotensive effects of these inhibitors might be partly attributed to peripheral blockade of angiotensin I conversion in conscious SHR.